
wherein \ 

10 and independently represent H, C^^ alkyl, OR^*' or N(R^^)R2^ or 
together form -0-(CH2)2-0-, -(CH^3-, -(CH2)4- or -(CH2)5-; 
R^*", R-'' and R^"* independently represent H or Cj.^ alkyl; 

R^ represents H, Cj.^ alkyl or, togetheV with R^, represents C3.6 alkylene 
15 (which alkylene group is optionally interrupted by an O atom and/or is 
optionally substituted by one or more C^^aWkyl groups); 
R"* represents H, C1.12 alkyl, Ci,^ alkoxy (v^ich latter two groups are both 
optionally substituted and/or terminated by one or more substituents 
selected from -OH, halo, cyano, nitro, Ci^ alkVl and/or Ci^ alkoxy), 
20 -(CH2)q-aryl, -(CH2)q-oxyaryl, -(CH2)q-Het^ (wMch latter three groups are 
optionally substituted (at the -(CH2)q- part andAr the aryl/Het^ part) by 
one or more substituents selected from -OH, halo,\cyano, nitro, -C(0)R^^, 
.C(0)OR'^ -N(H)S(0)2R^'% C1.6 alkyl and/or C,^ aWoxy), 
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-(dM2),N(H)C(^^ -(CH2),S(0)2R^ -(CH2),C(0)R^ -(CH2),C(0)0R^ 
-(Ch\,C(0)N(R^)R^ or, together with R^ represents C3.6 alkylene (which 
alky iene. group is optionally interrupted by an O atom and/or is optionally 
substitutes by one or more C1.3 alkyl groups); 
q represent^ 0, 1, 2, 3, 4, 5 or 6; 
R** represe\its H, C1.6 alkyl, aryl (which latter group is optionally 
substituted ana/or terminated by one or more substituents selected from 
-OH, halo, cyart9, nitro, -C(0)R'^ -C(0)OR^\ -N(H)S(0)2R''% C^.^ alkyl 
and/or Ci.^ alkox))0 or, together with R^, represents C3.7 alkylene; 
R^ represents H, cX alkyl or, together with R^, represents C3.7 alkylene; 
Het^ represents a five to twelve-membered heterocyclic ring containing 
one or more heteroatoms selected from oxygen, nitrogen and/or sulfur, 
and which also optional^ includes one or more =0 substituents; 



15 R^^ R'*^ R^^ R^, R^^ or R^\independently represent H or Ci_3 alkyl; 



R^ represents H, halo, C1.3 alky^, -OR^^ -N(R^^)R^^ or, together widi R^, 
represents =0; 

R^ represents H, C^^ alkyl or, toge^er with R^, represents =0; 
20 R'^ represents H, C..^ alkyl, -S(0)2-(A-4-alkyl, -C(0)R'\ -C(0)OR'^ 

-C(0)N(R^^)R^^^ or aryl (which latter gMup is optionally substituted and/or 
terminated by one or more substituents >selected from -OH, halo, cyano, 
nitro, -C(0)R^^ -C(0)OR^^ -N(H)S(c)^R^^% C^.^ alkyl and/or C^.^ 
alkoxy); 

25 R^^ represents H or Ci^ alkyl; 
R^^ represents H or C^.^ alkyl; 
R^^ and R^^^ independently represent H or C^^ aWyl, or together represent 
€3^ alkylene, optionally interrupted by an O atonrc 
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AVepresents a single bond, Ci.6 alkylene, -N(R^^)(CH2)r or -OCCHs)^ (in 
which two latter groups, the -(CH2)r- group is attached to the bispidine 
nitroge;n atom); 

B represtents a single bond, C^^ alkylene, -(CH2)nN(R^^)-, -(CH2)nS(0)p-, 
-(CH2)nO-Vin which three latter groups, the -(CH2)n- group is attached to 
the carbon atom bearing and R^), -C(0)N(R^'^)- (in which latter group, 
the -C(0)- grcmp is attached to the carbon atom bearing R^ and R^), 
-N(R^^)C(0)0(\:H2)n-, -N(R^^)(CH2)n- (in which two latter groups, the 
N(R^^) group is attached to the carbon atom bearing R^ and R^) or 
-(CH2)^C(H)(OH)(CH2)n- (in which latter group, the -(CH2)n,- group is 
attached to the carbon atom bearing R^ and R^); 
m represents 1 , 2 or 3^ 

n and r independently represent 0, 1, 2, 3 or 4; 
p represents 0, 1 or 2; \ 

R^^ and R^"^ independentlArepresent H or alkyl; 

R^ represents C^.^ alkyl, arylXor Het^, all of which groups are optionally 
substituted and/or terminated (a.s appropriate) by one or more substituents 
selected from -OH, cyano, halo, amino, nitro, Het^, -C(0)R^^, 
-C(0)OR^^ alkyl, C^^ alkoxy^-N(H)S(0)2R'^ -S(0)2R'^ -0S(0)2R^^ 
-N(H)C(0)N(H)R^\ -C(0)N(H)R22\and/or aryl (which latter group is 
optionally substituted by one or more cyano groups); 

Het^ and Het^ independently represent a five to twelve-membered 
heterocyclic group containing one or niore heteroatoms selected from 
oxygen, nitrogen and/or sulfur, and which also optionally includes one or 
more =0 substituents; \ 
R^^ R^^ and R^^ independently represent C^.^ alkVl; 

R^^ and R^^ independently represent H or C^g allqd (optionally terminated 
by cyano); and \ 
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fiJ^ and R^^ independently represent, at each individual occurrence, H or 
Ci\lkyl; 

R^^^ reptesents, at each individual occurrence, Ci,^ alkyl; 
or a pharmacehtically acceptable derivative thereof; 
provided that: >v 

(a) when A and B are both single bonds and R^ is optionally substituted 
aryl, then R^ and R^ do not bh^ represent H; 

(b) when A represents a single\bond, then R^ and R^ do not together 
represent ==0; and \ 

(c) when R^ represents -OR^^ or -N(R^^^ then:- 

(i) A does not represent -N(R^^)(CH^- or -0(CH2)r-; and/or 

(ii) n does not represent 0 when B repre^ts -(CH2)nN(R^^)-, 
-(CH2),S(0)p- or -(CH2)nO-. \. 

2. A compound as claimed in Claim 1, wherein R^ represents H. 

3. A compound as clauned in Claim 1 eF=Clainir2=; wherein R^ represents H. 

4. A compound as claimed in any one of Jie - p fee eding claim s, wherein R^ 
represents H; C1.2 alkyl; or, together with R^ represents C4.5 alkylene, 
optionally interrupted by an O atom and/or optionally substituted by one or 
more methyl groups. 

5. A compound as claimed in Claim 4, wherein R^ represents H. 



6. A compound as claimed in any one of t h p prf^rpding rH im^ r^ wherein R"^ 
represents H; linear or branched and/or saturated or unsaturated and/or 
cyclic, acyclic and/or part cyclic/acyclic Ci.8 alkyl (which alkyl group is 
optionally substituted by one or more cyano or halo groups and/or 
interrupted by an O atom); C^^alkoxy; -(CH2)qS(0)2R^ -(CH2)qC(0)0R^ 
-(CH2)qN(H)C(0)R^ -(CH2)qC(0)R^ (in which latter four groups, q 
represents 0, 1 or 2 and R^ represents linear or branched and/or acyclic, 
cyclic and/or part cyclic/acyclic C^^ alkyl, or phenyl (which phenyl group is 
optionally substituted by one or more cyano and/or C1.3 alkyl groups)); 
-(CH2)qC(0)N(R^R^ (in which latter group, q represents 0, 1 or 2 and R^ 
and R^ independently represent H, linear or branched and/or acyclic, cyclic 
and/or part cyclic/acyclic C^^ alkyl, or together represent C4.6 alkylene); 
-(CH2)q-phenyl, -(CH2)q-oxyphenyl or -(CH2)q-Het^ (in which latter three 
groups, q represents 0, 1, 2 or 3, the -(CH2)q- part is optionally substituted 
by a cyano group, and the phenyl, or HetS part is optionally substituted 
with one or more substituents selected from cyano, nitro, linear or branched 
Ci^ alkyl, linear or branched C^^ alkoxy and N(H)S(0)2R^^^); or, together 
with R\ represents C4.5 alkylene, optionally interrupted by an O atom 
and/or optionally substituted by one or more methyl groups. 

7. A compound as claimed in ^ny (^ne nf the prprpfjing <;-1aim<;^ whprpin 

represents H; fluoro; OR^^ (in which R^^ represents H, phenyl (optionally 
substituted by one or more methoxy groups) or C(0)N(H)R^^^ (in which R^^^ 
represents linear or branched Ci^ alkyl)); -N(R^^)(R^^) (m which R^^ 
represents H, Ci.2 alkyl, -S(0)2-Ci.2 alkyl, -C(0)R^^ (in which R^^ represents 
C1.2 alkyl), -C(0)OR^'^ (m which R^^ represents linear or branched C1.5 
alkyl) or -C(0)N(R^^)(R^^") (in which R^^ and R^^^ independently represent 
H or linear or branched C1.3 alkyl or together represent C4.5 alkylene, which 
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alkylene group is optionally interrupted by an O atom) and R^^ represents H 
or Ci,2 alkyl); or, together with R**, represents =0, 



8. A compound as claimed in Claim 7, wherein R^ represents H, OH or 
-N(H)C(0)N(R'^)(R^^"). 

9. A compound as claimed in any one of the pr e ceding - claims^, wherein R^ 
represents H or Ci_2 alkyl or together with R^ represents =0. 

10. A compound as claimed in Claim 9, wherein R*^ represents H. 

11. A compound as claimed in ai y - one of die preceding claj y^, wherein A 
represents a single bond, linear or branched Ci^ alkylene (which group is 
also optionally interrupted by O), -N(H)(CH2)r or -0(CH2)r- (in which 
latter two cases r is 1 or 2). 



12. A compound as claimed in Claim 11, wherein A represents -CH2- or 

-(CH2)2-. 

13. A compound as claimed in any one of ihe prece ding claim s, wherein B 
represents a single bond, Cj^ alkylene, -(CH2)nO-, -(CH2)nS(0)2-, 
-(CH2)nN(H)- or -N(H)(CH2)n- (in which latter four cases n is 0, 1, 2 or 3). 

14. A compound as claimed in Claim 13, wherein B represents a single 
bond, -CH2N(H)- or -CH2O-. 

15. A compound as claimed in afiy-m ie of die pieceding claim s, wherein R^ 
represents linear or branched and/or acyclic, cyclic and/or part 
cyclic/acyclic C^^ alkyl (optionally substituted and/or terminated by OH); 
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Het^ (optionally substituted by one or more substituents selected from 
cyano, C1.3 alkyl, phenyl (which latter group is optionally substituted with 
one or more cyano groups), =0, C(0)R^*^ (in which R^^ is linear or 
branched alkyl) or S(0)2R^^ (in which R^^ is Cy.2 alkyl)); or phenyl 

5 (optionally substituted by one or more substituents selected from cyano, 
nitro, linear or branched Ci_3 alkyl, linear or branched C1.3 alkoxy, fluoro, 
chloro, C(0)N(H)R^^ (in which R^^ represents linear or branched and/or 
acyclic, cyclic and/or part cyclic/acyclic alkyl, which alkyl group is 
optionally terminated by cyano), N(H)S(0)2R^^ (in which R^^ represents C1.2 

10 alkyl) or Het^). 



^J^jV 16. A compound as claimed, in Claim 15, wherein R*^ represents phenyl 
^ ^ (substituted by a cyano group (preferably in the 4-position relative to B) and 
2f by one or more optional C(0)N(Hi)R^^ substituent). 



€^ 17. A compound as claimed in aay on e of the pr ec eding claim s, wherein 

si R^^ R^^ R^\ R^, R^^ and R^ all represent H. 



^^^^^p^i^maceutical formulation including a compound as defined in 
20 ,xme-o f Claims^ 1 to -17 in admixture with a pharmaceutically-accep table 
adjuvant, diluent or carrier. 



19. A pharmaceutical fonni^lation for use in the prophylaxis or the 
( 



treatment of an arrhythmia, compjfjsing a compound as defined in-dRy-one 



25 -o f CldililS -4-tQ^ 

,1 

20. A compound as defined in afly-- oi^ of Claims 1 to 17-> for use as a 
pharmaceutical. 



CEdt^^^ I 

21. A compound ak defined in an y - one of Claims 1 to 17 f or use in the 
prophylaxis or the treatpient of an arrhythmia. 

22. The use of a compound^ defined in a ny of one Cl aim s 1 to 1 -7 as 
active ingredient in the manufacture of a medicament for use in the 
prophylaxis or the treatment of arr^rrhythmia. 
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23. The use as claimed in Claim 22, wherein the arrhythmia is an atrial or a 
ventricular arrhythmia. 



24. A method of prophylaxis or treatment of an arrhythmia which method 
comprises administration of a^^^^^^icajlly effective amount of a 
compound as defined in any oncofCt a iliis 1 to 17 to a person suffering 
from, or susceptible to, such a condition. 



25 . A process forXthe preparation of a compound of formula I as defined in 
Claim 1 which comprises: 

(a) for compounds of KS^rmula I in which is H, reaction of a compound of 
formula II, 
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lerein R^ R^ R^ R^ R\ R^\ R^^^ R^\ R^, R^^ R^, A and B are as 
derified in Claim 1 with a compound of formula III, 

R4,N = C = 0 III 
whereiiisR'* is as defined in Claim 1 ; 

(b) reaction of a compound of formula II, as defined above, with a carbonic 
acid derivatiye of formula IV, 

(R^)(R^)NC(0)-L^ IV 
wherein represents a leaving group and R*^ and R"^ are as defined in Claim 

1; \ 
10 (c) reaction of a compound of formula V, 




20 



wherein and is as defined above\and R\ R^ R^ R^ R^ R^\ R^^ R^^ 
j^44^ R^^, R"^, A and B are as defined in Claim 1, with a compound of 
formula VA, 

(R^)(R^)NH \ VA 
wherein R^ and R"^ are as defined in Claim i\; 

(d) for compounds of formula I in whidh A represents CH2 and R^ 
represents -OH or -N(H)R^^, reaction of a compound of formula VI, 
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?45 



R44 



N 



R46 



H 



N- 

/ 

R3 



VI 



-R4 



wherein R\ R^ R^V, R^', R^', R^^ R"^, R^^ and R^ are as defined in 
Claim 1, with a compound of formula VII, 



VII 



wherein X represents O or N(R^^ and R^, R'^, R^^ and B are as defined in 
Claim 1; 

(e) reaction of a compound of foi^ula VI, as defined above, with a 
compound of formula VIII, 



Rl A A— L2 

'R6 



VIII 



wherein represents a leaving group and R^,\R^, R"^, A and B are as 
defined in Claim 1 ; 
(f) for compounds of formula I in which R^ represents H or OH and R^ 
represents H, reduction of a compound of formula IX ,^ 




IX 



wherein R^ R^, R\ R\ R^^ R^^ R^, R''^ R"^, A and B are as 

5 defined in Claim 1 ; \ 




R3 
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wherein R^ R^ R^ R^ R', R^\ R^^ R^\ R^, R^^ R^s A and B are as 
defined in Claim 1; \ 
(h) for compounds of formula I in which R^ and R^ together represent 
15 -0(CH2)20-, reaction of a corresponding compound of formula X as defined 
above with ethane- 1,2-diol; \^ 



c 



(i) fo\ compounds of formula I in which B represents -(CH2)nO-, reaction of 
a comppund of formula XI, 

^R2 




HO— (CH2)- 



>R4 



wherem R\ K\ R\ R\ R^ R\ R^^ R^, R^^ R^, A and n are as 

defined in Claim 1, with a compound of formula XI A, 

R'OH \ XIA 
in which R^ is as defined in Claim 1 ;> 
(j) for compounds of formula I which are bispidine-nitrogen N-oxide 
10 derivatives, oxidation of the corresponduig bispidine nitrogen of a 
corresponding compound of formula I; \ 

(k) for compounds of formula I which are C\^ alkyl quaternary ammonium 
salt derivatives, in which the alkyl groupXis attached to a bispidine 
nitrogen, reaction, at the bispidine nitrogen, of^a corresponding compound 

15 of formula I with a compound of formula XII, \ 

R^'L^ \ XII 

wherein R*^ represents Cy^ alkyl and is a leaving group; 
(1) for compounds of formula I in which R^ and\R*^ represent H, A 
represents Ci.^ alkylene and B represents -N(R^'^)(CH2)n-, reaction of a 

20 compound of formula XIII, 



XI 




wherein represents Cj^ alkylene and R', R^, R\ R\ R'^\ R'^^, R'*^ R^, 
j^45^ R"* and R'' are as defmed\m Claim 1 with a compound of formula 
XIV, 

R^-(CH2)„-L2 \ XIV 
wherein is as defined above and R^\nd n are as defined in Claim 1; 
(m) for compounds of formula I in which'^^ represents -NH2, reduction of a 
corresponding compound of formula XV, 

'R2 



wherein R\ R\ R\ R\ R^ R^ R^\ R^^^ R''^ R^, R^^ R'^,\A and B are as 
defined in Claim 1 ; 
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(h) for compounds of formula I in which represents 
-N(R^'^)C(0)NH(R^^), reaction of a corresponding compound of formula I in 
which represents -N(R*^)H with a compound of formula XVI, 

r15n=c = 0 XVI 
wherein R^^ ikas defined in Claim 1; 

(o) for compounds of formula I in which R^ represents -N(R^^)C(0)R^'*, 
reaction of a corresponding compound of formula I in which R^ represents 
-N(R^^)H with a comp9und of formula XVII, 

R^^C(0)R^ XVII 
10 wherein R"" represents a ^^itable leaving group and R^"* is as defined in 
Claim 1; 

(p) for compounds of formula"^ in which R^ represents -N(H)R^^, wherein 
R^^ is as defined in Claim 1 provided that it does not represent H, reaction 
of a corresponding compound of formula I, in which R^ represents -NH2 
15 with a compound of formula XVIII, 

R^'^L^ \ XVIII 

wherein R^^^ represents R^^ as defined in\Claim 1 provided that it does not 
represent Hand is as defined above; 
(q) for compounds of formula I in which R^represents -OR^^ in which R^^ 
20 represents Ci_6 alkyl or optionally substituted aryl, reaction of a 
corresponding compound of formula I in which\R^ represents -OH with a 
compound of formula XIX, 

R^^^OH \ XIX 

wherein R^^^ represents C^^ alkyl or optionally substituted aryl; 
25 (r) for compounds of formula I in which R^ representsyOR^^, in which R^^ 
represents C^^ alkyl or optionally substituted aryl, reaction of a compound 
of formula XX, 




m 



wherein V is as defined ^ove and R\ R^, R\ R^ R^ R\ R^^^ R^^ 
5 R"*^, R"^^, R"^, A and B areXas defined in Claim 1 with a compound of 

foraiula XIX as defined above; 

(s) for compounds of formula which R^ represents OR^^ and R^^ 

represents C(0)R^'*, reaction of a conresponding compound of formula I in 

which R^ represents OH with a compound of formula XXI, 
10 R^^COsH \ XXI 

wherein R^"^ is as defined in Claim 1 ; 

(t) for compounds of formula I in which R^ represents halo, substitution of a 

corresponding compound of formula I in which^^ represents -OH, using an 

appropriate halogenating agent; 
15 (u) for compounds of formula I in which R^ aiid/or R"* as appropriate 

represent alkyl groups, alkylation of a corresponding^ompound of formula 

I, hi which R^ and/or R"* (as appropriate) represent H; 

(v) conversion of one R"^ group to another; 

(w) for compounds of formula I in which one of R^ and R^N^presents 
20 -NH2 and the other represents H, reduction of a compourid of formula 
XXI A, 
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NOH 




-R4 



15 



wherein R\ R^ R^ R^^ R^, R^^ R^, A and B are as 

defined in Claim 1 ; 

(x) for compounds of formula I in which one or both of R^ and R^ 
represent -N(R^*')R^'* in which ^e or both of R^*" and R^"* represents C^^ 
alkyl, alkylation of a corresponding compound of formula I in which R^ 
and/or R^ represent -N(R^'')R^'* (as ^propriate) in which R^'' and/or R^"* 
(as appropriate) represent H, using a compound of formula XXIB, 

R^^L^ \ XXIB 

wherein R^^ represents C^.^ alkyl and is asMefmed above; 
(y) conversion of one substituent on R"^ to another; or 
(z) deprotection of a protected derivative of a compound of formula I as 
defined in Claim 1 . 



XXIA 



26. A compound of formula IK as defined in Claim 25, or a protected 
derivative thereof, provided that Ic^does not represent optionally substituted 
phenyl. 



20 



27. A compound of formula V, as defined in Claim 25, or a"^profgE 
derivative thereof, provided that R*^ does not represent optionally substituted 
phenyl. 
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28. A compound o^ formula X as defined in Claim 25, or a protected 
derivative thereof. 

29. A compound of formul\XI as defined in Claim 25, or a protected 
derivative thereof. 

30. A compound of formula XIII, ^s defined in Claim 25, or a protected 
derivative thereof. 

31. A compound of formula XV, as defil^^ed in Claim 25, or a protected 
derivative thereof. 



32. A compound of formula XX, as defined in <^laim 25, or a protected 
derivative thereof. 



20 33. A compound of fi^rmula XXIII, 

O 




XXIII 



Sob 

ci 
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wherein R^ R^ R^ R^A R^\ R^, R^^ R^, A and B are as defined in 
Claim 1 , or a protected derivative thereof. 



34. \\ compound of formula XXV, 
O 




.R4 



XXV 



wherein R^ R\ R^^ R^^\R^^ R^, R^^ and R^are as defined in Claim 1, or 
a protected derivative thereof. 

10 35. A process for the preparat'ipn of a compound of formula X, of formula 
XXIII, or of formula XXV (ik which, in all cases, R^^ and R^^ both 
represent H), which comprises (asNappropriate) reaction of either: 
(i) a compound of formula XXXV, 

o 



XXXV 



R42 



15 wherein R" represents Cj.io alkyl or C1.3 alkylaryl\nd R^^ R^^ R^^ and R^ 
are as defined in Claim 1 , or 
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(ii) 4-pipCTidone (or a protected derivative thereof), 
with (as appropriate) eidier: 

(1) a compound of formula XXXVI, 

\ R^-B-C(R')(R^)-A-NH2 XXXVI 
5 wherein R^, R^, R^^A and B are as defined in Claim 1, or 

(2) NH3 (or a protectea\derivative thereof), 

in all cases in the presencXpf a formaldehyde and, in the case of compounds 
of formulae X and XXV, foltowed by conversion of the C(0)OR^ group in 
the resultant intermediate to a C( 0)N( R^)(R'^) group. 
10 

36. A process as claimed in Claim 35, in which the reaction is carried out in 
the presence of an organic acid. 

37. A process as claimed in Claim 36, in which the organic acid is acetic 
15 acid. 



